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Scientific reproducibility in biological sciences has recently moved front and center, and at its heart lies experimental replication. The
mounting number of sensational reports of irreproducibility and the dramatic estimates of ensuing economic burden that have been
making headlines are an embarrassment to us all, even if the reports likely represent a small subset of papers. Ensuring reproducibility
is the responsibility of all stakeholders, and steps are already being taken at several levels, starting in the lab, with carefully validated
reagents, experimental conditions, and protocols, all the way to post-publication vetting to ensure that the data we produce and pub-
lish are sound. We appreciate the sentiment in establishing more general principles and guidelines and providing a broad resource
library to the community, such as Nature’s collection on ‘‘Challenges in Irreproducible Research’’ (http://www.nature.com/news/
reproducibility-1.17552). Since we build on each other’s work, we must ensure that the scientific lattice supporting us is strong.However, as scientific soundness becomes more prominent in our minds, as it defi-
nitely should, we also need to bear inmind that biology is not black andwhite. Even if we
factor in possible issues of robustness and significance, we all know that experiments
may not work from one day to the next and that sometimes it is difficult to figure out why,
especially in physiology. In this issue of Cell Metabolism, Steve Woods and Deno Begg
address the elephant in the room in their Crosstalk article, where they discuss some of
their difficulties, and those of their colleagues, in replicating the central effects of
various food intake modulators. Debbie Thurmond, Eujin Oh, and Richard Miller have
a Letter to the Editor, accompanying their short paper published in the same issue,
where they discuss site-to-site differences in their aging studies. Addressing another
facet of site specificity, the laboratories of Ron Kahn and Jeff Gordon report in a
Resource how breeding established inbred mouse strains with defined phenotypes in
a new environment can lead to unexpected changes in their metabolic phenotypes
due to environmental reshaping by the microbiota.At Cell Metabolism, we emphasize having a detailed experimental section in our papers so that anybody reading the paper can
rigorously assess how the experiments were conducted and have enough information at hand to repeat the experiment. As per
our Cell Press policy, reagents must be made freely available to the community once the paper is published—this includes appro-
priate data deposition and strain distribution. We and the reviewers examine the figures during editorial and peer review and, if need
be, request raw data from authors. We strongly encourage our authors to streamline the Results section so that only key information
is included in the figures, which makes it easier to evaluate. We also take a close look at statistical analyses. After acceptance, the
figures are screened prior to publication to detect anomalies. Although these basic measures, which are by no means unique to our
journal, are effective, we recognize that more must be done and are working with our editorial colleagues and the community to
strengthen the part we play prior to publication.
We take this opportunity to point out that the journal welcomes so-called ‘‘negative studies’’ (Luzum et al., 2015), complete studies
that contradict a paper we have published (Nitschke et al., 2013), correspondence about our papers (Dorninger et al., 2015), and
technical reports affecting metabolic interpretation (Brouwers et al., 2014; Jedrychowski et al., 2015). We believe that an open dis-
cussion of experimental hurdles is important to add to the replication dialogue and could, for example, be a springboard for fields to
periodically re-assess their current standards. A proactive and collegial approach seems to us to be a more productive and sustain-
able way of addressing rigor issues rather than having to resort to independent parties to vet the experimental work.
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